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CLAIMS 



What is claimed is: 

iL A method of inhibiting fibrosis in a patient said 
method \comprising administering a therapeutically effective 
amount Vf somatostatin or a somatostatin agonist to said 
patient . \ 

2. >A method of cia im. 1, wherein said method comprises 
administering a therapeutically effective amount of a 
soma tostatin\ agonist to said patient . 

3. A method of claim 2, wherein said fibrosis is in 
the kidney . \ 

4. A met\cd of claim 2, wherein said fibrosis is in 
the lung. \ 

5. A method of claijQ 2, wherein^ said fibrosis is in 
the liver. \ 

6. A method claim 2, wherein said fibrosis is in 
the skin. \ 

7. A method ofVriaim 2, wherein said fibrosis is 
induced by chemotherap\. 

8. A method of c\air- 
agonist is administered api 

9. A method of ciajx 
agonist is administered in\ 

10. A method cf ilaia 
agonist is administered parqnte rally . 

11. A method of cl aim, 10, wherein said somatostatin 
agonist is administered in a sustained release formulation. 

12. A method of claim 4 A wherein said somatostatin 
agonist is administered parenteVcaily . 

13. A method of c laim 12,\wherein said somatostatin 
agonist is administered in a sustained release formulation . 

14. A method of claim 5, wherein said somatostatin 
agonist is administered parenterai\y . 



wherein said somatostatin 
;rally. 

wherein said somatostatin 
Sustained release formulation . 
wherein said somatostatin 
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A method of claim 14, wherein said somatostatin 
agonist* is administered in a sustained release formulation. 

A method cf claim 5, wherein said somatostatin 
agonist i^ administered parenteraily . 

17. \ method of claijn 2, wherein said somatostatin 
agonist is administered topically. 

18. A method cf claim 7, wherein said somatostatin 
agonist is administered parenteraily. 

19. A method of claim 18, wherein said somatostatin 
agonist is administered in a sustained release formulation. 

20. A methooL according to claim 2 wherein zhe fibrosis 
is induced by radiation. 

21. A method according to ci-crim 3 wherein the fibrotic 
disorder in the kidney is glomerulonephritis, 

22. A method according to claim 3 wherein the fibrotic 
disorder in the kidney \is diabetic nephropathy. 

23. A method accoAdinq to c laim 3 wherein the fibrotic 
disorder in the kidney is\ allograft rejection. 

24. A method accord^g to claim 3 wherein the fibrotic 



disorder in the kidney is 

25. A method accordir 
disorder in the lung is idif 

26. A method according 
disorder in the iuna is auti 



Dhropathy . 

:l ain r 4 wherein the fibrotic 

Lc fibrosis . 
Jfclaim 4 wherein the fibrotic 
Ine fibrosis . 



27. A method according to \l 3_i m 5 wherein the fibrotic 
disorder in the liver is cirrhosis.. 

28. A method according to cl^j-H* 5 wherein the fibrotic 
disorder in the liver is veno-occlusV.ve disease. 

29. A method according to cLaw\ 6 wherein the fibrotic 
disorder in the skin is systemic sclerosis, 

30. A method according to claim 6\wherein the fibrotic 
disorder in the skin is keloids. 

31- A method according to clajja— 6 wHterein the fibrotic 
disorder in the skin is scars. 
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32. A method according to claim 6 wherein the fibrotic 
discrderXir. the skin is eosinophils -myalgia syndrome. 

33. \A method according to claim 2 wherein the fibrosis 
is of the central nervous system. 

34. A method according to claim 33 wherein the fibrotic 
disorder is intraocular fibrosis. 

35. A metryod according to claim 2 wherein the fibrosis 
is in bone or bone marrow. 

36. A methoA according to claim 2 wherein the fibrosis 
is in the cardiovascular system. 

37 . A method according to claim 2 wherein the fibrosis 
is in an endocrine orcan. 

38 . A method according to claim 2 wherein the fibrosis 
is in the gastrointestinal system. 

39. A method acccrrlinc to claim 7 wherein the fibrosis 
induced by chemotherapy i\p yfi\ the kidney. 

to cl aim 7 wherein the fibrosis 
{ the lung . 

[to c laim 7 wherein the fibrosis 
^ in the liver. 

42. A method according no claim 7 wherein the fibrosis 
induced by the chemotherapy is\in the skin. 

43. A method according to\cLaim 7 wherein the fibrosis 
induced by the chemotherapy is ol the central nervous system. 

44. A method according to cYajjn 7 wherein the fibrosis 
induced by the chemotherapy is in ftone or bone marrow. 

45. A method according to clajLm 7 wherein the fibrosis 
induced by the chemotherapy is in the cardiovascular system. 

46. A method according to cLainw wherein the fibrosis 
induced by the chemotherapy is in an endocrine organ. 

47. A method according to cjairfr l\ wherein the fibrosis 
induced by the chemotherapy is in the gastrointestinal 



40. A method accordiV 
induced by chemotherapy i^ 

41. A method accorc 
induced by the chemotherc 
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4yB . A method according to claim 20 wherein the fibrosis 
induced^ by radiation is in the kidney. 

49. \ A method according to c ^im 20 wherein the fibrosis 
induced bV radiation is in the lung. 

50. m method according to claim 20 wherein the fibrosis 
induced by \he radiation is in the iiver, 

51. A Method according to claim 20 wherein the fibrosis 
induced by th\ radiation is in the skin. 

52. A med^hod according to claim 20 wherein the fibrosis 
induced by the rNadiation is of the central nervous system. 

53. A methc\i according to claim 20 wherein the fibrosis 
induced by the radiation is in bone or bone marrow. 

54. A method \ccording to claim 20 wherein the fibrosis 
induced by the radiation is in the cardiovascular system. 

55. A method according to claim 20 wherein the fibrosis 



an endocrine organ. 

claim 20 wherein the fibrosis 
the gastrointestinal system, 
o claim 2 wherein the fibrosis 
ination of drugs, 
to claim 2 wherein the fibrosis 



induced by the radiati 

56. A method according 
induced by the radiation \.s i 

57 . A method accprdi\ 
is induced by a drug cfr a 

58 . A method acctordj 
is induced by a disease stat 

59. A method according t\> claim 2 wherein the fibrosis 
is induced by an environmental Vr an industrial factor. 

60. A method according to \ laim 2 wherein the fibrosis 
is induced by an immune reaction. 

61. A method of inhibiting o^erexpression of TGF-p 
which comprises administering to a subject an effective 
amount of somatostatin, somatostatin\agonist or a 
pharmaceutically acceptable salt theraof. 

62. A method' according to claj,m\61 wherein a 
somatostatin agonist is administered. 

63. A method according to clajjn 62\wherein the 
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:ostatin agonist has a higher binding affinity for human 
yatostatir. sub-type receptor 1 than the other human 
somavtos tat in sub-type receptors . 

A method according to cLajLm 62 wherein the 
somatostatin agonist has a higher binding affinity for human 
somatostatin sub-type receptor 2 than the other human 
somatostaMn sub-type receptors . 

65. /^method according to clai m 62 wherein the 
somatostatin\agonist has a higher binding affinity for human 

10 somatostatin ^ib-type receptor 3 than the other human 
somatostatin sub- type receptors. 

66. A meth\d according to c lai m 62 wherein the 
somatostatin agonist has a higher binding affinity for human 
somatostatin sub-tyloe receptor 4 than the other human 

15 somatostatin sub-typk recep£brs , 

67 . A method acopr/ingj to clai m 62 wherein the 
somatostatin agonist haX a^yi>igher binding affinity for human 
somatostatin sub-type fcedegxjoz 5 than the other human 
somatostatin sub- type / rece$jtors . 
20 68. A method acfcordifii to claim 62 wherein the 

somatostatin agonist Ijas^ \hiSgher binding affinity for two or 
more of human somatostatin Lredeptor sub-types 1, 2, 2, 4 
and/or 5, 

69. A method according to \laim 62 wherein the 
25 somatostatin agonist is 



A 1 -A 2 -A 3 -D-Trp-Lys-A°-A 7 -A 8 --? 

30 / 

or a pharmaceuticaliy acceptable sait thereof, wherein 

A 1 is a D- or L- isomer of Ala, l\bu, lie, Val, Nle, 
35 Thr, Ser, p-Nal, p-Pal, Trp, Phe, 2 , 4-dich\oro-Phe, 
pentaf luoro-Phe, p-X-Phe, or o-X-Phe; 
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lS Al: 



jeu, I 



Val, >Ue, ?he, P-Nai, pyridyl- 



Ala, Trp, \, 4-dichloro-?he, pen^af iuoro-Phe, o-X-Phe, or p-X- 
?he; 

A 3 i\ pyridyi-Ala, Trp, ?he, p-Nai, 2 , 4 -dichioro-Phe , 
pentaf iuoro-?Ve, o-X-Phe, or p-X-Phe; 

A 6 is \ai, Ala, Leu, He, Nle, Thr, Abu, or Ser; 
A' is Ala, Leu, He, Val, Nie, ?he, p-Nai, pyridyl- 
Ala, Trp, 2 , 4-dithioro-Phe , pentaf luoro-Phe , o-X-Phe, or p-X- 
Phe; 

ls a D-\or L-isomer of Ala, Leu, He, Val, Nie, 
Thr, Ser, Phe, p-NaV, pyridyi-Ala, Trp, 2, 4-dichioro-Phe, 
pencaf luoro-Phe, p-)0ePhe, or o-X-?he; 

wherein X for each ocVurrsn.ee is independently selected from 
the group consisting oV cyf^jL, 3r, F, OH, OCH 3 and N0 2 ; 

each Ri and R 2 , Xtade^ndentiy, is H, lower acyi or 
lower alkyl; and R 3 is ZXeyNHs; provided that an leas- one 
of A 1 and A 8 and one o/ A 2 \apid A 7 must be an aromatic amino 
acid; and further pzoh±deJ\zhat A 1 , A 2 , A 7 and A 8 cannot ail be 
aromatic amino acids. I 

70. A method according \to claim 62 wherein the 
somatostatin agonist is 

H-D-Phe-p-chloro-?he-Tyr-D-TrpYy s - Thr " phe " Thr ~ NH2; 
H-D-Phe-p-N0 2 -?he-Tyr-D-Trp-Lys-yal-?he-Thr-NH 2 ; 
H-D-Nal-p-chloro-Phe-Tyr-D-Trp-L^-Val-Phe-Thr-NH 2 ; 
H-D-Phe-Phe-Phe-D-Trp-Lys-Thr-PheA^hr-NH 2 ; 
H-D-Phe-Phe-Tyr-D-Trp-Lys-Val-Phe-^hr-NH 2 ; 
H-D-Phe-p-chloro-?he-Tyr-D-Trp-Lys-^al-Phe-Thr-NH 2 ; or 
H-D-Phe-Ala-Tyr-D-Trp-Lys-Val-Ala-p-\-Nai-MH 2 or a 
pharmaceutical^ acceptable salt thereof. 

71. A method according to claim ^2 wherein the 
somatostatin agonist is 
D-Phe-Cys-?he-D-Trp-Lys-Thr-Cys-p-Nal- 
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D-Ph\-Cys-7yr-D-Trp-Lys-Thr-Cys-p-Nai-NH 2 ; 
D-(}-Nal-Cys-?he-D-?rp-Lys-Thr-Cys-?hr-NH 2 ; 

D-?he-V/s-Tyr-0-Trp-Lys-Thr-Pen-Thr-NH 2 ; 
D-?he-c\s-Phe-D-Trp-Lys-Thr-Pen-7hr-NH 2 ; 
D-?he-Cya-Tyr-D-Trp-Lys-Thr-Pen-?hr-OH; 
D-Phe-Cys\?he-D-Trp-Lys-Thr-Pen-Thr-OH; 
Gly-Pen-Phk-D-Trp-Lys-Thr-Cys-Thr-OH; 
?he-Pen-Tyr^>-Trp-Lys-Thr-Cys-Thr-OH; 
Phe-Pen-Phe-urTrp-Lys-Thr-Pen-Thr-OH; 
H-D-Phe-Cys-?re-D-Trp-Lys-Thr-Cys-Thr-ol; 
H-D-Phe-Cys-?heYD-Trp-Lys-Thr-Cys-Thr-NH 2 ; 
H-D-Trp-Cys-7yr-\)-Trp-Lys-Val-Cys-Thr-NH 2 ; 
H-D-Trp-Cys-Phe-D\Trp-Lys-Thr-Cys-Thr-NH 2 ; 
H-D-Phe-Cys-Tyr-D-\rp-Lys-Val-Cys-Thr-NH 2 ; 
H-D-Phe-Cys-Tyr-D-TVD-Lys-Val-Cys-Trp-NH2; 
H-D-Phe-Cys-Tyr-D-Tr\-Lys-Val-Cys-Thr-NH 2 ; 
Ac-D-Phe-Lys*-Tyr-D-T^-L^-I'al-Asp-Thr-NH 2/ 
bridge is between Lys* arid Asp; 



wherein an amide 



:p-Lys-Thr-Cys-Thr-NH 2 ; 
•Trp-Lys-Thr-Cys-Thr-NH 2 ; 
■Trp-Lys-Thr-Cys-Thr-NH 2 ; 
Lvs-Thr-Cvs-Thr-NH 2 ; 



Ac-hArg {Et ) 2 -Gly-Cys-?h6$VD. 7 
Ac-D-hArg (Et) 2 -Gly-CysyPhi 
Ac-D-hArg (Bu) -Gly-Cys-(phe-^ 
Ac-D-hArg (Et) 2 -Cys-Phe- 

Ac-L-hArg (£t) 2 -Cys-?he-D-Trb\Lys-Thr-Cys-Thr-NH 2 ; 
Ac-D-hArg (CH 2 CF 3 ) 2 -Cys-Phe- D-TYp-Lys-Thr-Cys-Thr-NH 2 ; 
Ac-D-hArg (CH 2 CF 3 ) 2 -Gly-Cys-Phe-V-Trp-Lys-Thr-Cys-Thr-NH 2 ; 
-Ac-D-hArg (CH 2 CF 3 ) 2 -Gly-Cys-Phe-DVrrp-Lys-Thr-Cys-Phe-NH 2 ; 
Ac-D-hArg (CH 2 CF 3 ) 2 -Gly-Cys-Phe-D-\rp-Lys-Thr-Cys-Thr-NHEt ; 
Ac-L-hArg (CH 2 -CF 3 ) 2 -Gly-Cys-Phe-D-1lrp-Lys-Thr-Cys-Thr-NH 2 ; 
Ac-D-hArg (CH 2 CF 3 ) 2 -Gly-Cys-Phe-D-Trd-Lys (Me ) -Thr-Cys-Thr-NH 2 ; 
Ac-D-hArg (CH 2 CF 3 ) 2 -Gly-Cys-Phe-D-Trp Ws (Me ) -Thr-Cys-Thr-NHEt ; 
Ac-hArg (CH 3 , hexyl) -Gly-Cys-Phe-D-Trr^Lys-Thr-Cys-Thr-NH 2 ; 
H-hArg (hexyl 2 ) -Gly-Cys-Phe-D-Trp-Lys- ; Thr-Cys-Thr-NH2; 
Ac-D-hArg (Et) 2-Giy-Cys-Phe-D-Trp-Lys-ThV-Cys-Thr-NHEt; 
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cvclo 
cylclo 
eye. 
cycl 
cyclo 
cycio 
cycio 
cycio 
cyclo 
cycio 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
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cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 



(N-Me-Ala-Tyr-D-Trp- Lys-Thr-Phe) ; 

(Pro-Tyr-D-Trp-Lys-Thr-Phe) 

(Pro-?he-D-Trp-Lys-Thr-?he) 

(Pro-Phe-L-Trp-Lys-Thr-Phe) 

V ?ro-?he-D-Trp i F) -Lys-Thr-Phe) ; 

(\ro-?he-Trp(F) -Lys-Thr-Phe) ; 
(p\o-Phe-D-Trp-Lys-Ser-?he) ; 
( Pr\-Phe-D-Trp-Lys-Thr-p-Cl-Phe) ; 
(D-AM-N-Me-D-Phe-D-Thr-D-Lys-Trp-D-Phe) 
(D-Al^N-Me-D-Phe-D-Val-Lys-D-Trp-D-Phe) 
(D-Ala\-Me-D-Phe-D-Thr-Lys-D-Trp-D-Phe) 
(D-Abu-^Me-D-Fhe-D-Val-Lys-D-Trp-D-Tyr) 
(Pro-Tyr-\-Trp-t-4-AchxAla-Thr-Phe) ; 
(Pro-?he-D\Trp-c-4-AchxAla-Thr-Phe) ; 

{ N - Me - A 1 a - T Vr - D - T rr^L vs - Va 1 - P. he ) ; 
(N-Me-Ala-Ty^D-yfrp-Jt-4-AchxAla-Thr-Phe) ; 
(Pro-Tyr-D-Tr^i-^n6he-Thr-Phe) ; 
(Pro-Phe-D-Trp-\-fophe-Thr-Phe) ; 
(N _ Me -Ala-Tyt-D-\fcp-4-Amphe-Thr-Phe) ; 
(Asn-Phe-Phel-D-Tttrp^-Lys-Thr-Phe-Gaba) ; 
(Asn-Phe-?he^S^TrpALys-Thr-Phe-Gaba-Gaba) ; 
(Asn-Phe-D-Trp-Lys-Tbr-Phe) ; 
(Asn-?he-?he-D-Trp-LyyThr-?he-NH(CH 2 ) ,C0) ; 
(Asn-Phe-Phe-D-Trp-LysVrhr-Phe-p-Ala) ; 
(Asn-Phe-Phe-D-Trp-Lys-^r-Phe-D-Glu) -OH; 
(Phe-Phe-D-Trp-Lys-Thr-Phte) ; 
(Phe-Phe-D-Trp-Lys-Thr-Phe\Gly) ; 
( phe-?he-D-Trp-Lys-Thr-Phe-^aba) ; 
(Asn-Phe-Phe-D-Trp-Lys-Thr-PFie-Gly) ; 
{Asn-Phe-Phe-D-Trp(F) -Lys-Thr\phe-Gaba) ; 
(Asn-Phe-?he-D-Trp(N0 2 ) -Lys-Th^Phe-Gaba) ; 
(Asn-Phe-Phe-Trp (Br) -Lys-Thr-PtA-Gaba) ; 
(Asn-Phe-?he-D-Trp- Lys-Thr-Phe ( I V-Gaba ) ; 
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cycie\ (Asn-?he-Phe-C-Trp-Lys-Thr-Tyr (3ut J -Gaba) ; 
cycle KBmp-Lys-Asn- Phe- ?he-D-?rp-Lys-Thr-?he-7hr-?rc-Cys ) -OH 
: vc 1 o ( ottid - Ly s - As r. - P he - Phe - 0-T r p - L'v s - T h r - Phe -Thr - ? r o - C y s ) -OH 
: vcio { Bnr£>- Lvs-Asr. - Phe - ?he-C l -Trp - Lvs-Thr - Phe -vhr-Tpo-Cys ) -OH 
c y c I o ( 3mp\l v s -As n - Phe- Phe - D-T r p - L y s -Th r - Phe - Thr -Me le u -C y s ) 
OH; 

cycle ! Phe -?h>e-D-Trp- Lvs-Thr- Phe -Phe-Gaba ) ; 
cycic (?he-?he\D-Trp-Lys-Thr-?he-D-?he-Gaba) ; 
cycle ( ?he-?he-\-?rp i 5F) -Lys-Thr-?he-?he-Gaba ) ; 
cyclo (Asn-Phe-PHte-D-Trp-Lys ( Ac » -7hr-?he-NH- (CH 2 ) 3 -CO) ; 
cyclo (Lys-Phe-PheVO-Trp-Lys-Thr-Phe-Gaba) ; 
cyclo (Lys-?he-?he-\-Trp-Lys-Thr-?he-Gaba) ; or 
cyclo (Orn-?he-?he-D^rp-Lys-Thr-?he-Gaba) cr a 
pharmaceutically acceptable salt thereof. 

72. A method according, to cLajjp 62 wherein the 



somatostatin agonist is 
Thr-NH 2 or a pharmaceutic 

73. A method accoj 
somatostatin agonist is 
NH2 or a pharmaceutical 

74 . A method acc 
somatostatin aaonist i 



am 



-Cys-Tyr-O-Trp-Lys-Thr-Cys- 
11 y Acceptable salt thereof. 

claim 62 wherein the 
he-Phe-D-Trp-Lys-Thr-?he-Cys- 
table salt thereof, 
claim 62 wherein the 



y acc 



HO(CH 2 ) 2 — — (CH 2 ) 2 -S0 2 -D-F^e-Cys-Iyr-D-Trp-Lys-Abu-Cys-Thr-NH 2 

or a pharmaceutically acceptable silt thereof. 

75. A method according to cla\m 62 wherein the 
somatostatin agonist is 



HO(ChL), — N N — CH.-CO-D-Phe-Cys-TVr-D-Trp-Lys-Abu-Cys-Thr-NH. 

\ / 



or a oharmaceuticaiiy acceptable salt tibereo: 
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1 6 . A method according to claim 62 wherein the 
somatostatin agonist is D-?he-cycio (Cys-?he-D-Trp-Lys-?hr- 
Cys ) -7hr-Vl cr a pharmaceutical! y acceptable salt thereof . 

77 . iv\method according to claim 2 wherein the 
somatostatin \agcnist has a higher binding affinity for human 
somatostatin s\b-cype receptor 1 than the ether human 
somatostatin surVtype receptors. 

78. A method according to claim 2 wherein the 
somatostatin agonist has a higher binding affinity for human 
somatostatin sub-type receptor 2 than the other human 
somatostatin sub- type\ receptors . 

79. A method according to cxUaim 2 wherein the 
somatostatin agonist ha\ a higher binding affinity for human 



:edeDtor> 



\than the other human 



3LDtj6rs . 



to 



/eotc 



;eotoj 



'claim 2 wherein the 
r binding affinity fo: 
4 than the other human 



human 



somatostatin sub-type r< 
s oma t o s tat i n sub - 1 y p e r e c < 

80. A method accordii 
somatostatin agonist has 
somatostatin sub-type rec 
somatostatin sub- type rej 

81. A method accorfcing/t A claim 2 wherein the 
somatostatin agonist 'has V^nigheV binding affinity for human 
somatostatin sub-type receptor 5 >^han the other human 
somatostatin sub-type receptors 

82. A method according to claYm 2 wherein the 
somatostatin agonist has a higher biVding affinity for two o 
more cf human somatostatin receptor sVb-types 1, 2, 3, 4 
and/or 5. 

83. A method according to claim 2\wherein the 
somatostatin agonist is 



Ri 

\ 

/ 
R 2 



* 3 -D-TrD-Lvs-A 6 -A 7 -A 3 -R 3 
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or a \pharmaceucicaiiy acceptable salt thereof, wherein 

A\ is a D- or L- isomer of Ala, Leu, lie, Val, Nie, Thr, 
Ser, p-Nfei, P-Pal, Trp, ?he, 2 , 4 -cichioro-Phe , pentafluorc- 
?he, p-X-^.e, cr o-X-?he; 

,eu, lie, Val, >Sie, Phe, p-Nal, ?yr idyl-Ala , 
Trp ^ 2 , 4-tiicftd.oro-Phe, pentaf luorc-Phe , o-X-Phe, or p-X-Phe; 

A 3 is pyr\dyi-Aia, Trp, ?he, p-Nai, 2 , 4 -dichicro-Phe , 
pentaf iuoro-Phe\ o-X-Phe, or p-X-Phe; 

A 0 is Val, ^.a, Leu, lie, Nie, Thr, Abu, or Ser; 
A 7 is Ala, Le\, He, Val, Nie, ?he, P-Nai, pyridyi-Ala, 
?rp, 2, 4-dichloro-E*he, pentaf iuoro-Phe , c-X-Phe, crp-X-?he; 

A d is a D- cr l\ isomer cf Ala, Leu, He, Val, Mle, Thr, 
Ser, ?he, p-Nal, pyr^yi-AIa, Trp, 2 , 4 -dichicro-Phe, 
pentafiuoro-Phe, ?-X-?he, or c-X-Phe; 

wherein X for each\ occurrence is independently selected' 
from the croup consisting of 2H 3) CI, 3r, ?, OH, OCH 3 and N0 2 ; 
each Ri and R 2 , inde\ery4nfciy , is H, lower acyi or lower 

JvLded that at least one of A 1 



25 



30 



tf be an aromatic amino acid; 
^ - 7 and A 8 cannot ail be 



claim 2 wherein the 



alkyl; and R 3 is OH or NH 2 X P^< 
and A 8 and one of A 2 and 
and further provided tr 
aromatic amino acids. 

84. A method acccjrcm 
somatostatin agonist is\ / \| 

H-D-Phe-p-chloro-Phe-Tyr-D-Trp-V/s-Thr-?he-Thr-HH 2 ; 
H-D-Phe-p-N0 2 -?he-Tyr-D'-Trp-Lys-Val-Phe-Thr-NH 2 ; 
H-D-Nal-p-chloro-Phe-Tyr-D-Tr?-Ly\-Val-Phe-Thr-NH 2 ; 

H-D-Phe-Phe-?he-D-Trp-Lys-Thr-?he-\h r * NH2; 
H-D-Phe-Phe-Tyr-D-Trp-Lys-Vai-Phe-Tmr-NH 2 ; 

H-D-Phe-p-chloro-?he-Tyr-D-Trp-Lys-vVi-?he-Thr-NH 2 ; or 
H-D-Phe-Aia-Tyr-D-Trp-Lys-Val-Aia-p-DVwal-MH 2 or a 

pharmaceuticaliy acceptable salt thereYf . 

85. A method according to claim 2i wherein the 
somatostatin agonist is 
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Q-p;ne-cYs-?he-D-Trc-Lys-Thr-Cys-p-Nai-MH2 ; 
Q-phe-Cy\-Tvr-D-Trp-Lys-Thr-Cys-p-b3ai-NH2; 
D-p-Nal-c\s-?he-D-Trp-Lys-Thr-Cys-Thr-NH 2 ; 
D-Phe-Cvs-\yr-D-Trp-Lys-Thr-Pen-Thr-NH 2 ; 
Q-Phe-Cys-?\e-D-Trp-Lys-7hr-?en-Thr-NH 2 ; 
D-Phe-Cys-TyA-D-Trp-Lys-Thr-?en-Thr-OH; 
D-?he-Cys-?he\o-Trp-Lys-Thr-?en-Thr-OK; 
Gly-Pen-Phe-D-'Srp-Lys-Thr-Cys-Thr-OH; 
Phe-Pen-Tyr-D-T^p-Lys-Thr-Cys-Thr-OH; 
?he-Pen-?he-D-T rV-Lys-Thr-Pen-Thr-OH; 
H-D-Phe-Cys-Phe-o\Trp-Lys-Thr-Cys-Thr-ol ; 
K-D-?he-Cys-Phe-D-\rp-Lys-Thr-Cys-Thr-NH 2 ; 
H-D-Trp-Cys-Tyr-D-T\p-Lys-Val-Cys-Thr-NH 2 ; 
H-D-Trp-Cys-Phe-D-TA-Lys-Thr-Cys-Thr-NH 2 ; 
H-D-?he-Cys-Tyr-D-Trp\Lys-VaI-Cys-Thr-NH 2 ; 

-D-Tro-V 



25 



30 



Asf 



H-D-Phe-Cys-Tyr-D-Trp- 1 Lys-VaI-Cys-Trp-NH 2 ; 
H-D-Phe-Cys-Tyr-D-Trp-LVs-^/^v-Cys-Thr-HH 2 ; 
Ac-D-Phe-Lys*-Tyr-D-Trp 
bridge is between Lys a 
Ac-hArg (Et) 2 -Gly-Cys-?h 
Ac-D-hArg (Et ) 2 -Gly-Cys 
Ac-D-hArg (Bu) -Gly-Cys-f he-D 
Ac-D-hArg {Et ) 2 -Cys-?he 
Ac-L-hArg (Et) 2 -Cys-?he 



-v|l-Asp-Thr-NH 2 , wherein an amide 



Phe- 



■D-Tr^ 



-Lys-Thr-Cys-Thr-NH 2 ; 
rp-Lys-Thr-Cys-Thr-NH 2 ; 
rp-Lys-Thr-Cys-Thr-NH 2 ; 
ys-Thr-Cys-Thr-NH 2 ; 
-3^s-Thr-Cys-Thr-NH 2 ; 



Ac-D-hArg (CH 2 CF 3 )2-Cys-?he-D-TrV-Lys-Thr-Cys-Thr-NH 2 ; 

Ac-D-hArg (CH 2 CF 3 ) 2 -Giy-Cys-?he-DVTrp-Lys-Thr-Cys-Thr-NH 2 ; 

Ac-D-hArg (CH 2 CF 3 ) 2 -Gly-Cys-Phe-D-^rp-Lys-Thr-Cys-Phe-NH 2 ; 

Ac-D-hArg (CH 2 CF 3 ) 2 -Giy-Cys-Phe-D-'I\rp-Lys-Thr-Cys-Thr-MHEt ; 

Ac-L-hArg (CH 2 -CF 3 ) 2 -Giy-Cys-Phe-D-\rp-Lys-Thr-Cys-Thr-NH 2 ; 

Ac-D-hArg (CH 2 CF 3 ) 2 .Gly-Cys-Phe-D-Try Lys (Me) -THr-Cys-Thr-NH 2 ; 
Ac-D-hArg (CH 2 CF 3 ) : -Gly-Cys-?he-D-Tr^Lys (Me) -Thr-Cys-Thr-NHEt; 

Ac-hArg (CK 3 , hexyi ) -Giy-Cys-Phe-D-T JD-Lys-Thr-Cys-Thr-NH 2 ; 

H-hArg (hexyi) 2 -Gly-Cys-Phe-D-Trp-LysWhr-Cys-Thr-NH 2 ; 
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Adr-D-hArg (Et) 2 -GIy-Cys-?he-D-Trp-Lys-Thr-Cys-Thr-NHZt ; 
Ac-\>-hArg {Et) 2-GIy-Cys-?he-D-7rp-Lys-Thr-Cys-?he-NH 2 ; 
Prop^pnyl-D-hArg (Et } 2-GIy-Cys-?he-D-7rp-Lys ( i ? r } -Thr-Cvs-Thr 
NH 2 ; 

Ac-D-P-^ffeI-GIy-Cys-?he-D-Trp-Lys-Thr-Cys-Gly-hArg ( Et ) :-N : H 2 ; 
Ac-D-Lys (r£r) -Giy-Cys-?he-D-Trp-Lys-?hr-Cys-Thr-NH 2 ; 
Ac-D-hArg (CP^CF*) 2 -D-hArg (CH2CF3) 2 -Gly-Cys-?he-D-Trp-Lys-Thr- 
Cys-Thr-NH 2 ; 

Ac-D-hArg (CH 2 CE\) 2 -D-hArc (CK 2 CF 3 ) 2 -Gly-Cys -?he-D-Trp-Lys -Thr- 
Cys-Phe-NH 2 ; 

Ac-D-hArg (Et ) 2 -D-h^rg (Et ) 2 -Gly-Cys-?he-D-Trp-Lys-Thr-Cys-7hr 
NH 2 ; 

Ac-Cys-Lys-Asn-4 -CI- ^e-?he-D-Tr p-Lys-Thr-Phe -Thr-Ser-D-Cys - 
NH 2 ; 

^Th£-NK 2 ; 
>-HH 2 ; 
fCl-?he-MH 2 ; 
4aI-NH 2 ; 

-Cys-Thr-NH 2 ; 
\bu-C^s-Thr-NH2; 



vs-e 



Bmp-?yr-D-Trp-Lys-Val-C 
Bmp-Tyr-D-Trp-Lys-Vai 
Bmp-Tyr-D-Trp-Lys-Val 
Bmp-Tyr-D-Trp-Lys-Val 
H-D-p-Nal-Cys-Tyr-D-T 
H-D-Phe-Cys-Tyr-D-Trp-Lys 



H-D-?he-Cys-Tyr-D-Trp-Lys-Aba-Cy\-p-Nal-NH 2 ; 
K-pentaf luoro-D-rhe-Cys-Tyr-D-TrpALys-Val-Cys-Thr-KH?; 
Ac-D-p-Nal-Cys-pentaf luoro-Phe-D-Tr\-Lys-VaI-Cys-Thr-NH 2 ; 
H-D-p-Nal-Cys-Tyr-D-Trp-Lys-Vai-Cys-^Nal-NH 2 ; 
H-D-Phe-Cys-Tyr-D-Trp-Lys-Val-Cys-p-Na\-NH 2 ; 
H-D-p-Nal-Cys-Tyr-D-Trp-Lys-Abu-Cys-Thr\H 2 ; 
H-D-p-Cl-?he-Cys-Tyr-D-Trp-Lys-Abu-Cys-Th\-NH 2 ; 
Ac-D-p-Cl-Phe-Cys-Tyr-D-Trp-Lys-Abu-Cys-ThV-NH 2 ; 
H-D-?he-Cys-p-Nal-D-Trp-Lys-Val-Cys-?hr-NH 2 ; 
H-D-?he-Cys-Tyr-D-Trp-Lys-Cys-Thr-NH 2 ; 
cyclo (Pro-Phe-D-Trp-M-Me-Lys-Thr-Phe) ; 
cyclo (Pro-Phe-D-Trp-N-Me-Lys-Thr-Phe) ; 
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cycio 

C^CiO 
cyc\lo 
cyclfl 
c yclo 1 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cycle 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
cyclo 
evelo 



? r o - ? h e - D - T r o - L v s - T h r - N - M e - ? h e ) ; 
N-Me-Ala-?yr-D-Tr?-Lys-Thr-?he) ; 
? r o -T y r - 0- T r p - L v s - 7 h r - ?h e ) ; 
Pro- Phe-D-Trp- Lys-Thr-Phe) ; 
?rc-?he-L-Trp-Lys-Thr-Phe ) ; 
> ro-?he-0-Trp ( F) -Lys-Thr-Phe) ; 
?Yo-Phe-Trp (?) -Lys-Thr-Phe) ; 
D r\-?he-D-Trp-Lys-Ser-Phe) ; 
?ro-Vhe-D-Trp-Lys-7hr-p-Cl-Phe) ; 
D-Ala\N-Me-D-Phe-D-Thr-D-Lys-Trp-D-?he) ; 
D-Ala-&-Me-D-Phe-D-Val-Lys-D-Trp-D-Phe) ; 
D-Ala-N-^rfe-D-Phe-Q-Thr-Lys-D-Trp-D-Phe) ; 
D-Abu-N-M\-D-?he-D-Val-Lys-D-Trp-D-Tyr ) ; 
Pro-Tyr-D-\rp-c-4-AchxAla-Thr-Phe) ; 



Pro-Phe-D-Tf 
N-Me-Ala-Tyr 
N-Me-Ala-Tyr 
Pro-Tyr-D-Tr 
Pro-Phe-D-Tr, 
N-Me-Ala-Ty 
Asn-Phe-Phe-L* 
Asn-?he-?he-D-Trp- 



AchxAla-Thr-Phe) 
s-Vai-?he) ; 
?rp-#-4 -AchxAla-Thr-Phe) ; 
-^Vint/rie-Thr-Phe) ; 
-4-ASyrtJhe-Thr-Phe) ; 

'4-Amphe-Thr-?he) ; 
/rp-i^s-Thr-?he-Gaba) ; 

]_v3v-Thr-?he-Gaba-Gaba) ; 
Asn-?he-D-Trp-Lys-Thr->?he i ; 
Asn-Phe-?he-D-Trp-Lys-T\r-?he-NH (CH 2 ) 4CO) ; 
Asn-Phe-Phe-D-Trp-Lys-ThV-?he-p-Ala) ; 
Asn-?he-?he-D-Trp-Lys-Thr\?he-D-Glu) -OH; 
Phe-Phe-D-Trp-Lys-Thr-Phe) 
?he-?he-D-Trp-Lys-Thr-Phe-G^y) 
Phe-Phe-D-Trp-Lys-Thr-Phe-Gal3a) ; 
Asn-Phe-Phe-D-Trp-Lys-Thr-Phe-AGly) ; 
Asn-Phe-Phe-D-Trp { F) -Lys-Thr-Pb^-Gaba) ; 
Asn-Phe-?he-D-Trp (N0 2 ) -Lys-Thr-P^e-Gaba) ; 
Asn-?he-?he-Trp (Br) -Lys-Thr-Phe-G^ba ) ; 
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/cio (Asn-?he-?he-D-Trp-Lys-Thr-?he (I) -Gaba) ; 
cVfcio {Asn-?he-Phe-D-?rp-Lys-Thr-Tyr (3ut } -Gaba) ; 

Lc (3mp-Lys-Asr.-Phe-?he-0-Trp-Lys-Thr-Phe-Thr-?ro-Cys> -OH 
cyci\ (Bmp-Lys-Asn-?he-?he-D-Trp-Lys-Thr-?he-Thr-?ro-Cys) -OH 
cycio\(3mp-Lys-Asn-?he-?he-D-Trp-Lys-Thr-?he-Thr-Tpc-Cys) -OH 
cycio {^mp-Lys-Asn-?he-?he-D-?rp-Lys-Thr-?he-Thr-MeLeu-Cysi 

OH; 

cycio (Ph\-Phe-D-Trp-Lys-Thr-Phe-?he-Gaba) ; 
cycle (Phe\phe-D-Trp-Lys-Thr-Phe-D-Phe-Gaba) ; 
cycle (Phe-Bhe-D-Trp (5F) -Lys-Thr-Phe-Phe-Gaba ) ; 
cycio {Asn-Ph>e-?he-D-Trp-Lys (Ac) -Thr-Phe-NH- (CH 2 ) 3 -CO) ; 
cycio (Lys-Phe\?he-D-7rp-Lys-7hr-Phe-Gaba) ; 
cycle (Lys-?he-Vne-D-7rp-Lys-?hr-?he-Gaba) ; or 
cycio (Orn-?he-?\e-D-Trp-Lys-Thr-?he-Gaba) or a 
pharmaceutically acceptable .salt thereof. 

86. A method Naccording 10 claim 2 wherein the 
somatostatin agonist\ iyT»-p-Nal-Cys-Tyr-D-Trp-Lys-Thr-Cys- 
Thr-MH 2 or a pharmaceuf idally acceptable salt thereof. 

87. A method a/c\crading to claim 2 wherein the 
somatostatin agonist/ is Vl-Cys-Phe-Phe-D-Trp-Lys-Thr-Phe-Cys 
NH 2 or a pharmaceutiiali^Aacceptabie salt thereof. 

38. A method aVcoXciKna to claim 2 wherein the 
somatostatin agonist is 



HO(CH 2 ) 2 — N N — (CH 2 ) 2 -SO^D-Phe-Cys-Tyr.D-Trp-Lys-Abu-Cys-Thr-NH 2 

or a pharmaceutically acceptably salt thereof 

89. A method according to Vlaim 2 wherein the 
somatostatin agonist is 



HO(CH 2 ) 2 — N 



N — CH 2 -CO-D-Phe-Cys-Tyr-D-Trp-Lys-Abu-Cys-Thr-NH 2 
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a onarmaceu:icai. 



acceDtabie salt thereof 



90. A method according to claim 2 wherein the 
somatostatin agonist is C-Phe-cycio (Cys-Phe-D-Trp-Lys-Thr- 
Cys)-\hr-oi or a pharmaceutically acceptable salt thereof. 

q\. A method according to claim 57 wherein the fibrosis 
induced V>y a drug or a combination of drugs is in the /.idney. 

92. \A method according to claim 57 wherein the fibrosis 
induced by\a drug or a combination of drugs is in the lung. 

93. Aynethod according to claim 57 wherein the fibrosis 
induced by a \lrug or a combination of drugs is in the liver. 

94. A method according to claim 57 wherein the fibrosis 
induced by a drVg or a combination of drugs is in the skin. 

95. A meth\d according to claim 57 wherein the fibrosis 
induced by a drug \>r a combination of drugs is of the central 
nervous system. 

96. A method according to c laim 57 wherein the fibrosis 
induced by a drug or ^combination of drugs is in bone or 
bone marrow. 

Lng/to/ciaim 57 wherein the fibrosis 



97. A method accorc 
induced by a drug or a com\ 
cardiovascular system. 

98. A method according 1 
induced by a drug or a .cofrxiirV 
endocrine organ. 

99. A method according 
induced by a drug or a combinat: 
gastrointestinal system. 

100. A method according to clajjfl 53 wherein the fibrosis 
induced by a disease state is in the kidney. 

101. A method according to c laim \s wherein the fibrosis 
induced by a disease state is in the lur 

102. A method according to claim 58 Vherein the fibrosis 
induced by a disease state is in the liver\ 



'nation of drugs is in the 

c laim 57 wherein the fibrosis 
Lon of druas is in an 



{laim 57 wherein the fibrosis 
of drugs is in the 
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103 . A method according to claim 53 wherein the fibrosis 
induceavby a disease scace is in the skin. 

104\ A method according to claim 53 wherein the fibrosis 
induced b\ a disease state is of the central nervous system. 

105. A method according to c laim 53 wherein the fibrosis 
induced by a\ disease state is in bone or bone marrow. 

106. A rmethod according to claim 58 wherein the fibrosis 
induced by a disease state is in the cardiovascular system. 

107. A method according to claim 53 wherein the fibrosis 
induced by a disease state is in an endocrine organ. 

108. A method according to claim 58 wherein the fibrosis 
induced by a disease state is in the gastrointestinal system. 

109. A method According to claim 59 wherein the fibrosis 
induced by an environmental or an industrial factor is in the 
kidney. 

110. A method acc<\rdiora to claim 59 wherein the fibrosis 
induced by an environmental /or an industrial factor is in the 
lung . 

111. A method accoj?di\i<# to claim 59 wherein the fibrosis 



induced by an environm 
liver . 

112. A method accordin 



or an industrial factor is in the 



^> claim 59 wherein the fibrosis 
induced by an environmental or\an industrial factor is in the 
skin . 

113. A method according to c^aim 59 wherein the fibrosis 
induced by an environmental or an \ndustrial factor is of the 
central nervous system. 

114. A method according to claifia 59 wherein the fibrosis 
induced by an environmental or an "industrial factor is in 
bone or bone marrow. 

115. A method according to c laim 53^ wherein the fibrosis 
induced by an environmental or an industrial factor is in the 
cardiovascular system. 
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.16. A method accordir.o :o claim 59 wherein the fibrosis 



induceol by an environmental or an industrial factor is in an 
endocrin\ organ. 

117 . \^ method according to claim 59 wherein the fibrosis 
induced by J^i environmental or an industrial factor is in the 
gastrointestinal system. 

118. A metmod according to claim 60 wherein the fibrosis 
induced by an immune reaction is in the kidney. 

119. A method according to claim 60 wherein the fibrosis 
induced by an imnuAe reaction is in the lung. 

120. A method according to claim 60 wherein the fibrosis 
induced by an immune Veaction is in the liver. 

121. A method according to claim 60 wherein the fibrosis 
induced by an immune reaction is in the skin. 

122. A method according to claim 60 wherein the fibrosis 
induced by an immune reaction is of the central nervous 
system. 

o/claim 60 wherein the fibrosis 
in bone or bone marrow. 



123. A method accordi 
induced by an immune reac 

124. A method accor 
induced by an immune rea 
system. 

125. A method according 
induced by an immune reaction 



:tior 



claim 60 wherein the fibrosis 
-S in the cardiovascular 

cl aim 60 wherein the fibrosis 
in an endocrine organ. 

126. A method according to V:laim 60 wherein the fibrosis 
induced by an immune reaction is \.n the gastrointestinal 
system. 

127. A method according to clcfrom 2 wherein the fibrosis 
is induced by a wound. 

128. A method according to ciaiciv 127 wherein the 
fibrosis induced by a wound is in the Vidney. 

129. A method according to cla±m. 1327 wherein the 
fibrosis induced by a wound is in the lur 
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JO. A method according to c laim 127 wherein the 
fibrosis induced by a wound is in the liver. 

131\ A method according to claim 127 wherein the 
fibrosis induced by a wound is in the skin. 

132. .^method according to claim 127 wherein the 
fibrosis induced by a wound is cf the central nervous system. 

133. A method according to ciaim 127 wherein the 
fibrosis induced by a wound is in bone or bone marrow. 

134. A meth\d according to ciaim 127 wherein the 
10 fibrosis induced By a wound is in the cardiovascular system. 

135. A method Recording to c laim 127 wherein the 
fibrosis induced by \ wound is in an endocrine organ. 

136. A method aedprding to claim 127 wherein the 
fibrosis induced by a w\>und is in the gastrointestinal 
system.^, 

137. A pharmaceutical composition useful for inhibiting 
fibrosis in a patient whicH^cqAWrises a pharmaceutically 
acceptable carrier and an fezfentive amount of somatostatin, 
somatostatin agonist or a[ pharmaceutically acceptable salt 

20 thereof. 

138. A pharmaceutical composition according to claim 
137 wherein the composition compAses a somatostatin agonist 
or a pharmaceutically acceptable salt thereof. 

13^. A pharmaceutical composition useful for inhibiting 
25 overexpression of TGF-p which comprises a pharmaceutically 
acceptable carrier and an effective amqunt of somatostatin, 
somatostatin agonist or a pharmaceutical^ acceptable salt 
thereof . 

140. A pharmaceutical composition according to claim 139 
30 wherein the composition comprises a somatostatin agonist or a 

pharmaceutically acceptable salt thereof. 

141. A method of claim_2, wherein said somatostatin 
agonist is administered orally. 




